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phaniiacolngicaHv active peptide contcniporancouslv activa te their respective rcc;cntorx 
The niodificarion j> t' the mu f o pioid re ceptor ago^li^v^ such thar it cat] be covalcntjy 
nttnched to tirossAmkcr. the eovatent attaehment i>f the modified iiui IJAiA^piOtd 

, reeentor aponii;! to the flexible hinyc ero-^s^hnker. and the eovalent attachment of the cross-linker 
vi:i a pci ^ nide bond to the phanTtaeologieaUv active: peptide, to tbmi a conjugate niolcuuie: and 
'V. Jho at;iniinistration of a nharmaceutieal coTmX).sition of yaid eoniuaate t)t0.lecule to sajd livioii 
subicci. 

A me t hod of t m n .spo rtin ;^ an p h ar n ucolc t e teaH y ACt lv c ib r i n of Substanc t' or j> c v>rop e p t icic, 
across t h e h lood^br^ rrr barnc) ' iuUf t i re e en t rat nervous .syste m of a liv i ng .su bi cet using t h e 
lJujuci i c I ' lybrid I ' lK ' JIeiu l ii totnp r i. r iink;. a ly^lic alkal oi d moie t y which bin d s sxn agon i s t to a 
rn(M! > ^ym >-l ian or human rmi opioid reooptor i md a pc t ftf i de mo i ety wliie t > biwdso :» >i R w go»>i t; i4 ' T e 
a mam m aHan/hmnan .MJbjji t ance P. " 

Please amend Claim 2 to read: 'The method of claim I wherein the mu opioid receptor afeoniM is 
a phamiaeolQgieallv active opioid. 

A lutthod of t raa sportTTTg-^ a pham i iKo i offl tally gic t ivt - fonn o f su b s t ance P. o r ncu T O p e p t t de, 
ai i us i s li l t blcH:Hl* i »a i n han i er in t o t hccej ii Ml ne r vous sy^tLiii uPd l i ^inji.subjLi^ny ri n! ' t lic : ' {. T Lt i vi; 
iiKUiUilil^ of jvjoi ' phin e , m or phing (i^glu ^ ^mo ii idt, cuiitaiiied witliin ehirn e r i L - ! i ybrid 'i m > l e cu> e s 
vvhcaij i . 

j; One mo i e t y of t he iliimcjic li>bfid JiK ' ilaul c binds JS an ag o n i s tt o t he mu l^x) op i oid receptor 
twr d ilif uihei ' nto i e t y of wh i uh biiids as a ir ago ii isl to t he subs t ance P l e c e p t or comprised of: 
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trf d iei uitaUy niudifi r d moiphijit iii whicl i moiphire cv;val e mly link e d t hrough it 5 6'0I1 

group compriaco tho mu opioid roi}cptor agonigt tnoioty; 

<ii) t h e 5ub5 t d i itt V fiaguiLi i i TJ-jLUyUnP f3-'i I), s e quei i Li. AL-KrQQrrOLM-Nll2 (SCQ. ID. 
NO. 1), covulently United througlt !t i? c (opgdon) amino group, which coniphsca the : i ubatanee P 
i ' cc c ptoi d^uj i iM luukiyy and 

(iii)thc . T iix cu r b o n ea rb o hy d T a r c d^ixicm o ni c o c id, c o v^ile nt ly c ro s^ Unking mo qp hi n e t h ro ugh i t s 
6'OH group via ono - gl y cog i dfe bond to the c (cpsilon\) am i no group of the subatance P frugment 

-aec t y)"MP [3- i i ] via a p s e udo p ep t i d e bo nd, which coi ' Upf i&cs a compiict » i olccubr hinge 
liijKing the t w o m oi e t ies; or 

b. Qno moiety of thc -e hunerio - hybrid moieculc bindiy utj ngoni b t to the; inu opi<.>)d rec;cptur 
and th e othe r mo i e t y of which bind^ as w ag o nis t t o t hc - s a bs tan c g P re c qyt o r c om pr is e d t > f r 

(i) chcmi c aUy modif ie d m or phin e i« vhich m orp h t nc covalcn t ly linked th ro ugh its O^OTI gi ' oup 
compri3C9 tho mu opioid roccptor og o TW^ i wo i Pty ;- 

( i i) the 6ub6tAnce P fragm e n t SP \5-]\]: s e qu e nc e o f QQrrGLM-Nlf2 • (9EQ. - tf>: - NQ. 2y> 
covu l ently linkod through it s a (alpha) am i no groupv wh t eh compriscs the aubstnncc P receptor 
agonist jnoie t y, and 
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(iiiH i K ca i bon ca r bohy d ra t e d-glucuiuniu dtiil> tuv«jluiLlv uvbb lijiKiiig n i u<]jlu»K iluough i ^^ 
t>'OH group via an o glyooij i dio bond to the a (ulphu) umiTio group of the s uh ' Uonoi; P frogmoni 
f.iP [Jl-'l n ^ ^ ot | ? 5 C Ucio pe p t id e b o nd, wliiili tu i m.nj:>L.s d LuiiiiJdLl ii i ulitulc i i lii n y H rr k i ng tire 

c. A chime ri c h ybi id n i okcutc unt u i mc t y of which b i nds a.i an agon i st t o t he mu opioid 
K\,L[)U)i and the oiIkt im7i gr y of w|i!ulrbind5 j n j^jonist to t he su b ^tanee V r ecep t or comp r iis et l 
of: 

(i) jhc i nically m o d it i c d m o rp h i n e in whi c h ti io rp hin c e o valentiy H tt k c d t h r oi i gh it & 6'Ol I gmup 
c ' O t npri^oj the n>ih(n> " t>pH » k l receptor uganiHt ymucty; 

(i i ) Die 5uUU i n>uP (Kigj ii v,JU GP - f - ?H t ^: .> e v|ij e[ jL e uf rTGLM-N i U (SCQ. IP. NO. J): n.uM.i er iUj 
l inkiid through its Oi (alpha) ftmino group, which compriacQ the aubstoncc P mocptor ogoai. - »t 
m oi et y; md 

O il ) diL MA tjiliuii La i boh,vdi ' Ate d^gluLuronit auid, Lovalently cross Unking rnoi ' phijie tluough i iA 

^iroup vifl iin o glyoot>idip bond to tho a (triphft) nmino group of the $ ab3t ft nce4 ^ fragweBt 
SP 1 7-) ). ] v i j a [J.^uudu pL - pt r dv bvnid, wh i ch Loinpris t ^ a ccnnpact mol c culai ' lung e linking tlic 

PkMse add Claim 3 to rcud; hy T?^<-'tk?d t>f claim 2 whL-rdti the opioid is a pharmacologically 
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